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critically dependent on HIFla but not hypoxia-inducible factor*2 alpha, but critically dependent 
on HIF2a in the renal carcinoma cells. Sowter ei a/., 2003, Cancer Res., 63, 6130-6134. 

Please replace paragraph [0050] with the following: 

10050] The present invention provides compositions and methods for modulating HIF 1 a 
and HlF2a esqnession: In particular antisense compositions for modulating HIFla and/or HIF2a 
expression are believed to be useful in treatment of abnormal proliferative conditions associated 
with HIFla and/or HIF2a. Examples of abnormal proliferative conditions are hypexprolifeiative 
disorders such as cancers, tumors^ hyperplasias, pulmonary fibrosis, angiogenesis, psoriasis, 
atfaerQSclerosis and smooth muscle cell fnoliferation in the blood vessels, such as stenosis or 
restenosis following ontioploaty anmoplastv. It is presently believed fliat inhibition of both HIFla 
and HIF2a may be a particularly useful q)pToach to treatment of such disorders. 

Please replace paragraph (0089) with the foUowing: 

(0089) Such double stranded oligonucleotide moieties have been shown in the art to 
modulate target expression and regulate translation as well as RNA prooeoooing processing via an 
antisense mechanism. Moreover, the double-stranded moieties may be subject to chemical 
modifications (Fire et al. Nature, 1998, 391, 806-811; Timmons and Fire, NiOure 1998, 395, 
854; Thnmons et aL, Gene, 2001, 263, 103-1 12; Tabara et al. Science, 1998. 282. 430^31; 
Montgomery etal.,Proe.NatL Acad Set. USA^199E,9S^ 15502-15507; TuscU^r a/., Genes 
Dev., 1999, 13, 3191-3197; mhB^r etaL, Nature, 2001, 411, 494-498; Elbasbir aL, Genes 
Dev. 2001, IS, 188-200). For example, such doublo-stranded moieties have been shown to inhibit 
tfie target by the classical hybridization of antisense strand of the duplex to the target, thereby 
triggering enzymatic degradation of the target (Tijstennan et aL, Science, 2002, 2P5, 694-697). 



[0M8j RNA strands of the duplex can be synthesized by methods disclosed hmin or \ ' 1 -* O ^ 
purchased from Dhaimacon Research Inc., (Lafayette, CO). Once synthesized, the 
complementary strands are annealed. The single strands are aliquot e d aliouottcd and diluted to a 
concratration of 50 uM . Once diluted, 30 uL of each strand is combined with 15uL of a 5X 
solution of annealing buffer. The final concentration of said buffer is 100 mM potassium acetate, . 
30 mMHEPES-KOHpH 7.4, end 2mM magnesium acetate. The final volume is 75 uL. This 
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sohiticm is incubated for 1 minute at and Itoi cemrifuged fbr 13 seconds. The tube is 
allowed to sit for 1 hour at 37*'C at whic^ time the dsRNA diq>iexes ate used in eqierinim 
Hie final concentvation of the dsRNA duplex is 20 uM. This solution can be stored frozen (- 
20''C) and freeze-thawed to 5 times. 

Please replace paragraph [OMl] with the following: ^ ^ 

' [Oli^I The mouse brain endo&elial cell line b.BND was obtained from Dr. Werner 1 - z - o ^ 
Risau at flie Max Plank In s tititote Institute (Bad Nauheim, O^inany), b.END cells were 
routinely cultured in DMEM» high glucose (Gibco/Life Technologies, Gaitfaersburg, MD) 
supplemrated with 10% fetal calf soum (Gibco/Life Tecbnologies, Gaithersbuig. MD). Cells 
woe routinely passaged by trypsinization and dilution when fhey reached 90% confluence. Cells 
woe seeded into 96-well plates (Palocm-Primaria #3872) at a density of 3000 cells/well fbr use in 
RT-PCR analysis. 

Please i*^?!^^^ paragraph [0191] with the following; 

[OlM] Analysis of the gcnootypo eenotvpe of the cell (measurement of Ae expression \ ^ i.- d9 
of one or more of the genes of the cell) after treatment is also used as an indicator of the efficacy 
or potoicy of the HIFla and/or HIF2a inhilntors. Hallmailc genes, or tibose genes suspected to be 
associated with a specific disease state, condition, or phenotype, are measured in both treated and 
untreated cells. 
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Preliminary Amendment - First Action Not Yet Received 
Amendments to the Specification: 

Please replace paragrs^h no (0f66] with the following rewritten paragraph: /Aio 

— [OtroJ For example, a duplex comprising an antisense ''"^-^7 

strand having the sequence CGAGAGGCGGACGGGACCG (SEQ ID NO: 

455) and having a two-nucleobase overhang of 

deoxythymidine (dT) would have the following structure: 

cgagaggcggacgggaccgTT Antisense Strand (SEQ 

ID NO: 456) 

I I I I I I I I I I I M I I I I I I 
. TTgctctccgcctgccctggc Complement (SEQ ID NO: 

457)- 



Please replace paragraph no with the following rewritten paragraph: . 1 1 x 

— [Ot^l] As another example, a duplex comprising an \-2^-o':^ 
antisense strand having the sequence CGAGAGGCGGACGGGACCG (SEQ 
ID NO: 455) and having no overhangs would have the following 
structure: 

cgagaggcggacgggaccg Antisense Strand (SEQ 

ID NO: 455) 

I I I I i M I I I I I M I I I I I 

gctctccgcctgccctggc Complement (SEQ ID NO: 

458)" 
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